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DETAILED ACTION 

1 . The response dated 9-21-07 is acknowledged. 

Upon consideration, the previous rejections are withdrawn. The following are the 
new rejections. 

Claims included in the prosecution are 1-20. Claims 21-30 remain withdrawn. 
Claim Rejections - 35 USC § 103 

2. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed 
or described as set forth in section 102 of this title, if the differences between the 
subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was 
made. 

3. Claims 1- 5, 7-12 and 18-20 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Stamatatos (Biochemistry, 1988) or Perrie (Vaccine, 2001) or Anzai 
(J. Biochem, 1993) (all are of record) individually or combination, in further combination 
with WO 85/04880 of record. 

Stamatatos teaches that cationic lipid vesicles interact with biological 
membranes. The vesicles taught by Stamatatos include PE, PC and DOTAP in a molar 
ratio of 40:40:20 mole percent (abstract, pages 3920-3921 and discussion). Stamatatos 
differs from instant composition with respect to the amounts of PE and DPTAP. 
Stamatatos also lacks the inclusion of cholesterol. 
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Perrie teaches liposomal formulations containing DNA. The liposomes contain 
PC, PE and DOTAP in mole percentages of 57, 28 and 14 (abstract and Table 1). 
Perrie differs from instant composition with respect to the amounts of PE and PC. 
Stamatatos also lacks the inclusion of cholesterol. 

Anzai similar teaches that liposomes containing DPTAP, PE and PC in molar 
ratios of 20:56:24 fuse with bilayer membranes (abstract and Results and Discussion). 
Anzai differs from instant composition with respect to the amounts of PE and PC. Anzai 
also lacks the inclusion of cholesterol. 

WO 85 while disclosing acid induced liposome fusion method teaches that the 
presence of phosphatidylethanolamine in the liposomes greatly enhances the fusion. 
WO also teaches that cholesterol (40 %) greatly decreases the leakage without 
impairing fusion. The fatty acid taught is oleic acid. The compositions are for the 
delivery of molecules such as DNA. The molar percentages for PE: cholesterol: PC as 
calculated from the values in Table II are 40: 40: 20 (abstract, examples and claims). 

It would have been obvious to one of ordinary skill in the art to include cholesterol 
and vary its amounts in Stamatatos, Perrie or Anzai since it greatly decreases the 
leakage without inhibiting the fusion even at 40 % as taught by WO. Similarly to vary the 
amounts of the components would have been obvious to one of ordinary skill in the art 
to obtain the best possible results since the references show that they can be varied. 
4. Claim 1-12 and 18-20 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Stamatatos (Biochemistry, 1 988) or Perrie (Vaccine, 2001 ) or Anzai (J. Biochem, 
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1993) (all are of record) individually or combination, in further combination with WO 
85/04880 of record, as set forth above, further in view of Heath (5,902,802). 

The teachings of Stamatatos, Perrie, Anzai and WO have been discussed above. 
What is lacking in these references is the teaching of the use of ergo sterol instead of 
cholesterol. 

Heath while disclosing liposomes containing cationic lipids teaches that either 
ergo sterol or cholesterol could be used in the liposomes in combination with the 
cationic lipids. The sterol amounts suggested are 0-67 mole percent (col. 6, lines 43- 
55). 

The use of ergo sterol instead of cholesterol in the liposomal compositions would 
have been obvious to one of ordinary skill in the art since Heath teaches that ergo sterol 
could be used instead of cholesterol. To lower the amounts of cholesterol would have 
been obvious to one of ordinary skill in the art since Heath teaches that its amounts 
could be varied from 0 to 67 mole percent. 

5. Claim 13-15 and 18 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Stamatatos (Biochemistry, 1 988) or Perrie (Vaccine, 2001 ) or Anzai (J. Biochem, 
1993) (all are of record) individually or combination, in further combination with WO 
85/04880 of record or these references further in view of Heath (5,902,802) as set forth 
above, further in view of Kapeller-Libermann (2002-0081633). 

The teachings of Stamatatos, Perrie, Anzai, WO and Heath have been discussed 
above. What is lacking in these references is the teaching of encapsulation of a 
phosphodiesterase. 
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Kapeller-Libermann while disclosing method of using a cyclic nucleotide 
phosphodiesterase teaches that delivery systems such as liposomes can be used to 
deliver phosphodiesterase to cells in vitro as well as in vivo (abstract, 0334 and 0343). 

It would have been obvious to one of ordinary skill in the art to encapsulate a 
phosphodiesterase in the liposomes of Torchillin, WO and Heath with a reasonable 
expectation of success since Kapeller-Libermann teaches that this enzyme can be 
encapsulated within liposomes for the delivery to cells in vitro. 
6. Claim 16-18 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Stamatatos (Biochemistry, 1988) or Perrie (Vaccine, 2001) or Anzai (J. Biochem, 1993) 
(all are of record) individually or combination, in further combination with WO 85/04880 
of record or these references further in view of Heath (5,902,802) as set forth above, 
further in view of Conklin (2002-01 56259). 

The teachings of Stamatatos, Perrie, Anzai, WO and Heath have been discussed 
above. What is lacking in these references is the teaching of encapsulation of a 
deaminase. 

Conklin while disclosing method of using deaminases teaches that delivery 
systems such as liposomes can be used to deliver a deaminase (abstract, 0287-0292). 

It would have been obvious to one of ordinary skill in the art to encapsulate a 
deaminase in the liposomes of Torchillin, WO and Heath with a reasonable expectation 
of success since Conklin teaches that this enzyme can be encapsulated within 
liposomes for the delivery to cells in vitro. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gollamudi S. Kishore, Ph.D whose telephone number is 
(571) 272-0598. The examiner can normally be reached on 6:30 AM- 4 PM, alternate 
Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Krass Frederick can be reached on (571) 272-8373. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Gollamudi S Kishore, Ph.D/ 
Primary Examiner, Art Unit 1612 
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